Cell viability
Cells were plated at 20-30% confluence 24 hours prior to treatment. Unless noted otherwise, cells were treated for 48 hours. Apoptosis was analyzed by nuclear fragmentation assay with 300 or more cells scored for each determination, and by flow cytometry (50,000 events) [4, 5] . Cell proliferation was measured using Cell-Titer 96 Aqueous One Solution Cell Proliferation Assay (MTS assay), according to manufacturers with recommendations. Triplicates were used in each condition, and experiments were repeated for at least 3 times.
Western blotting
Western blotting was performed as previously described 
Transfection
Small-interfering RNA (siRNA) duplexes, and control scrambled siRNA were synthesized from Dharmacon (Lafayette, CO, USA). Cells were transfected with 400 pmols of siRNA duplexes/well in 12-well plates for 4 hours, followed by incubation in medium containing 5% FBS for 20 hours, and then followed by drug treatment in complete media containing 10% FBS. Cells were transfected in 12-well plates with 0.8 ug/well of expressing plasmid for 4 hours followed by 20 hours of recovery prior to drug treatment. Results are pooled from or average of three-independent wells in a representative experiment, and repeated at least twice with similar results.
Xenograft studies
Tumor diameters were measured every other day, and tumor volumes were calculated (width 2 × length × 0.5). The averaged tumor volumes of each group were plotted with one standard deviation, and P-value was calculated on the final measurements. Mice were
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euthanized when tumors reached ~ 800m 3 in size. Tumors were dissected and fixed in 10% formalin before paraffin embedding. For apoptosis and western blot analysis, two randomly selected tumor bearing mice were sacrificed to harvest tumors on day 11 for analysis as described [8] . Quantitation was based on sections from two randomly chosen tumors in each group, and scoring of 400 or more cells/tumor in high power fields (400x). Active caspase-3, Terminal deoxynucleotidyl transferase dUTP nick -end labeling (TUNEL), p-ERK, eiF2a (S51), 4E-BP1 (S65/70) immunostaining were performed on 5 µM paraffinembedded tumor sections with HRP (Pierce)-or Alexa Fluor488-conjugated secondary antibodies (Invitrogen) for signal detection.
